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CamptosaP 
irinotecan hydrochloride injection 

For Intravenous Use Only 
EASINGS 

CAMPTOSAR Injection should be administered only under the supervision of a 
physician who is experienced in the use of cancer chemotherapeutic ,agents. Appropriate 
management of complications is possible only when adequate diagnostic and treatment 
facilities are readily available.CAMPTOSAR can induce both early and.late -forms of 
diarrhea that appear to be mediated by different mechanisms, Both forms of diarrhea may 
be severe. Early diarrhea (odcur!ring during or shortly after inf&iou of’CAMPTOSAR) 
may be accompanied by cholinergic symptoms of rhinitis, increased salivation, miosis, 
lacrimation, diaphoresis, flushing, and intestinal hype~eris~lsi~ that can cause 
abdominal cramping. Early diarrhea &d :other cholinergic symptoms may be prevented or 
ameliorated by atropine (see ‘PRECAUTIONS, General). Late diarrhea (generally 
occurring more than 24 hours after administration of CAMPTOSAR) can be life 
threatening since it may be prolonged and may lead to dehydration, electrolyte 
imbalance, or sepsis. Late diarrhea should be treated promptly .with loperamide. Patients 
with diarrhea should be carefilly monitored and given fluid and elebtrolyte replacement 
if they become dehydrated or antibiotic therapy if ,they develop ileus, fever, or severe 
neutropenia (see WARNINGS). Administration of CAMPTOSAR should be interrupted 
and subsequent doses reduced if severe diarrhea occurs (see DOSAGE AND 
ADMINISTRATION). 

Severe myelosuppression may occur (see WARNINGS). 

DESCRIPTION 
CAMPTOSAR Injection. (irinotecan hydrochloride injection) is an antineoplastic 

agent of the topoisomerase I inhibitor class. Irinotecan hydrochloride was clinicaily 
investigated as CPT- 11. 

CAMPTOSAR is supplied as a sterile, pale yellow, clear, aqueous solution It is 
available in two single-dose sizes: 2 ml;-fill vials contain 40 mg irinotecan hydrochloride 
and 5 mL-fill vials contain 100 mg irinotecan hydrochloride. Each miliiliter of solution 
contains 20 mg of irinotecan hydrochloride (on the basis of the trihydrate salt), 45 mg of 
sorbitol NF powder, and 0.9 mg of lactic acid LISP. The pH of the solution has been 
adjusted to 3.5 (range, 3.0 to 3.8) with sodium hydroxidk or hydrochloric acid. 
CAMPTOSAR is intended for dilution with 5% Dextrose Injection, USP’(D5 W), or 0.9% 
Sodium Chloride Injection, IJSP, prior to intravenous infusion. The preferred diluent is 
5% Dextrose Injection, USP, 

Irinotecan hydrochioride is a semisynthetic derivative of camptothecin, an alkaloid 
extract from plants such as Canzpmh&u aezrminata. The chemical .nime is (5)-4,1 I - 
diethyl-3,4,12,14-tetrahydro-4-hydroxy-3,14-dioxolW-pyrano~~”,4’:~,7f- 
indolizino[ I,2-blquinolin-9-yl-[ 1,4’bipiperidine]-l’-carboxylate, monohydrochloride, 
trihydrate. Its structural formula is as follows: 
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Irinotecan hydrochloride is a pale yellow to yellbw crystalline powder, with the 
empirical formula C33H3aN&?&IC1*3H& and a molecular weight of677;19. It is slightly 
soluble in water and organic solvents. 

CLINICAL PHARMACQLOG;Y 
Irinotecan is a derivative of camptothe+n. Camptothecins interact sp&ifically with the 

enzyme topoisomerase I which relieves, torsional strain in DNA by inducing reversible 
single-strand breaks. Irinotecan and its active metabolite SN-38 ‘bind to the topoisomerase 
I-DNA complex and prevent religation of these single-strand breaks. Current research 
suggests that the cytotoxicity of irinotecan is due to -.double-strand DNA damage 
produced during DNA synthesis when replication enzymes interact with the ternary 
complex formed by topoisomerase I, DNA, and either irinotecan or SN-38, Mammalian 
cefls cannot efficiently repair these double-strand breaks. 

Irinotecan serves as a water-soluble precursor of the Iipophilic metabolite SN-38. SN- 
38 is formed from irinotecan by ~arbo~ylesterase-aviated cleavage of the carbamate 
bond between the camptothetiin moiety and the dipiperidino side chain. SN-38 is 
approximately 1000 times as potent as irinotecan as an inhibitor of topoisomerase I 
purified from human and ,rodent tumor cell lines. In vitro cytotoxicity assays show that 
the potency of SN-38 relative to irinotecan, varies from 21 to 2OOO-fold. However, the 
plasma area under the concentration versus time curve (AK) values for $N-38 are 2% to 
8% of irinotecan and SN-38 is 95% bound to plasma proteins compared to approximately 
50% bound to plasma proteins for irinotecan (see. Pha~a~?ki~eti~~)~ The precise 
contribution of SN-38 to the activity of CAMPTOSAR is t~~s’~~~o~n~ Both irinotecan 
and SN-38 exist in an active lactone form and an ina&ive hydraxy acid anion form. A 
pH-dependent equilibrium exists between the two forms such:that an acid.pH promotes 
the formation of the lactone, while a more basic pH favors the hydroxy aoid anion form. 
Administration of irinotecan has resulted in antitumor activityin mice .bearing cancers of 

rodent origin and in human carcinoma xenografis of various histological types. 
Pharmacokinetics 

After intravenous infusion of irinotecan in humans, irinote&m plasma concentrations 
decline in a multiexponential manner, with a mean terminal ~~imi~tion half-life of about 
6 to 12 hours. The mean terminal elimination half-life of the active metabolite SN-38 is 
about 10 to 20 hours. The haIf-lives of the lactone (active) forms of irinoteecan and SN-38 
are similar to those of total irinotecan and SN-38, as the lactone and hydroxy acid forms 
are in equilibrium. 
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’ Over the recommended dose range of 50’ to 350 m&m*, the AUC of irinotecan 
increases linearly with dose; the AUC’ &f SN-38 increases less than proportionally with 
dose. Maximum concentrations of the active metabolite SN-38 are genenlly seen within 
1 hour following the end of a 90-&nute infusion of irinotecan. Pharmacokinetic 
parameters for irinotecan and SN-38 following a 90-minute infusion of irinotecan at dose 
levels of 125 and 340 mg/m2 determined in two dinical studies in patients with solid 
tumors are summarized in Table 1: 

Table l.Summary c&Mean @Standard Deviation) 
Irinatwalr an8 SN-38 Pharmacakinetic 

Parameters in Patients with Solid Tu&rs 

c max - Maximum plasma concentration. 
AUt& - Area under the plasma qoncentration-&nje curve from time 

0 to 24 hours after the end of the %tninute infUsion 
tllz - Terminal elimination half-life 
V, - Volume ofdistribution of terminal elimination phase 
CL - Total systemic ckarance 
a Plasma specimens collected for 24 hours folIowing $e end of the Q&minute infksion. 
b Plasma specimens collected fbr 48 huurs follov&g the end of the ~-minute i@jkion. &cause of the longer 

collection period, &se values provide a more accurate reflection of the terminal elimination half-lives 
of irinotecan and SN;38. 

Irinoteean exhibits moderate plasma protein binding (30% to 6S% bound). SN-38 is 
highly bound to human plasma proteins ~ap~roximately 95?& bound). The plasma protein 
to which irinotecan and SN-38 predominantly binds is albumin. 
Metabolism and Excretion: The metabolic Louversion of irinotecan to the active 
metabolite SN-38 is mediated by carboxylesterase enzymes and primarily occurs in the 
liver. SN-38 is subsequently Conjugated predominantly by the enzyme UDP-glucuronosyl 
transferase IA1 (UGTlAl) to form a giueuronide metabqlite. UGTlAl activity is 
reduced in individuals with genetic polymorphisms that lead to reduced enzyme activity 
such as the UGTlA1*28 pol~orphism. Approximately 10% of the North American 
population is homozygous for &e UGTl Al “28 allele. Tn a prospective$study, in which 
irinotecan was administered as a. single-agent on a once-every-&week &hedule, patients 
who were homozygous for UG$lAl*ZS had a higher exposure to SN-38 than patients 
with the wild-type UGTlAl allele (See WARNINGS and DOSAGE AND 
ADMINISTRATION). SN-38 glucuronide had l/SO to l/100 the activity of SN-38 in 
cytotoxicity assays using two cell lines: in vitro. The disposition of irinotecan has not 
been fully elucidated in humans. The urinary excretion of irinotecan is -11% to 20%; SN- 
38, ~1%; and SN-38 giucuronide, 3%. The c.umulative~biliary and urinary excretion of 
irinotecan and its metabolites (SN-38 and SN-38 glucuronide) over a period of 48 hours 
following administration of irinotecan in two patients ranged from approximately 25% 
(100 mg/m2) to 50% (300 mg/m?). 
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Pharmacokinetics in Speciali Po.puLs;tians 
Geriatric: In studies using the weekly ghedule, the terminal half-life of irinotecan was 
6.0 hours in patients who were 65 years or older, and 5.5 .hours in patients younger than 
65 years. Dose-normalized AUC o-24 for SN-38 in patients who were at Ieast 65 years of 
age was 11% higher than in patients younger than 65 years. No change in the starting 
dose is recommended for geriatric patients receiving the weekly dosage schedule of 
irinotecan. The pharmacokinetics of irinotecan given once every 3.‘weeks has not 
been studied in the geriatric population; a lower starting dose is recommended in 
patients 70 years or older based on ehnical toxicity ,experience with this schedule 
(see DOSAGE AND ADMINIST~T~~N). 
Pediatric: See Pediatric Use under P@XZAUTIONS. 
Gender: The pharmacokinet& of irinotecan do not appearto be infhuenGed by gender. 
Race: The influence of r&e on the’ gharmacokinetics of irinoteean has not been 
evaluated. 
Hepatic Inx@cieruy: Irinoteean clearance is diminished in patients with hepatic 
dysfunction while exposure to the active metabolite SNi38,is increased relative to that in 
patients with normal hepatic function. ,The magnitude of these effe+s.is proportional to 
the degree of liver impairmegt as measured by elevations in total ‘bilirubin and 
transaminase concentrations. However, the tolerability of irinoteean in patients with 
hepatic dysfunction (bilirubin greater tlian 2 mg/dl) has not been assessed sufficiently, 
and no recommendations for dosing can be made. See DOSAGE AND 
RECOMMENDATIONS and PRECAUTIONS: Patients at Particular Risk Sections. 
Renal Insufficiency: The influence of renal insufficiency on the pharmacokinetics of 
irinotecan has not been evaluated. 
Drug-Drug Interactions 

.5-jluorourucil (SFU) and lewovorin (Lv): In a phase 1 ciinicaI study involving 
irinotecan, 5-fluorouracil (5-FU), and leucovorin (LV) in 26 patiems with solid tumors, 
the disposition of irinotecan was not substantially altered when the drugs were co- 
administered. Although the C, max and AUCO-Z~ of SN-38, the active metabolite, were 
reduced (by 14% and 8%, respectively) when irinotecan was followed by S-FU and 
LV administration compared with when irinotecan was given aione, “this sequence 
of administration was used in the combination trials and is recommended (see 
DOSAGE AND ADMINISTRATIQN). Formal in vivo or in vitro drug interaction 
studies to evaluate the influence of irinotecan on the disposition of S-FU and LV 
have not been conducted. 

Anticonvzdsants: Exposure to irinotecan and its actiye metabolite SN-38 is 
substantially reduced in adult and pediatric patients eonco,m,itantly receiving the 
CYP3A4 enzyme-inducing- anticonvulsants phenytoin, phenobarbital or 
carbamazepine. The appropriate starting dose for patients taking these 
anticonvulsants has not been formally defined. The following drugs are also 
CYP3A4 inducers: rifampin, rifabutin. For patients requiririg anticonvulsant 
treatment, consideration should be given to substituting non-enzyme inducing 
anticonvulsants at least 2 weeks prior to initiation of srmotecan therapy. 
Dexamethasone does not appear to alfer the-pharmacokinetics of irinotecan. 

St. John s Wart: St. John’s Wort is an inducer of CYPJA4 enzymes. Exposure to 
the active metabolite SN-38 is reduced in patientsreceiving concomitant St. 
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John’s Wort. St. John’s Wart should be discontinued at least 2 weeks prior to the 
first cycle of irinotecan, and St. John’s Wort is contraindicated during-irinotecan 
therapy. 

Ketoconazole: Ketoconazole is a strong inhibitor. of CYPJA4 enzymes. Patients 
receiving concomitant ketoconazole have increased exposure to irinotecan and its 
active metabolite SN-38. Patients should discontinue ketoconazole at least 1 week 
prior to starting irinotecan therapy-and ketoconazole -is co~tr~indi,~ated during 
irinotecan therapy. 
cu[M[cALsTuDlEs 

Irinotecan has been studied in clinical trials in combination with S-fluorouracil (5-FU) 
and leucovorin (LV) and as a single agent (see DCrSACE AND A~M~NIST~TI~N). 
When given as a component of combination-agent treatment, irinotecan was either given 
with a weekly schedule of bolus 5-FU/LV or with an every-2-week sdhe le of in&sional 
5-FU/LV, Weekly and a once-every-3-week dosage schedules were.used for the single- 
agent irinotecan studies. Clinical studies of combination and single-agent use are 
described below. 
First-Line Therapy in Combination with 5-FWLV for the Treatment of 
Metastatic Coloreotal Cancer 

Two phase 3, randomized, tiontrolled, multinational clinicai trials support the use of 
CAMPTOSAR Injection as first-line treatment of patients with .metast&ic carcinoma of 
the colon or rectum. In each study, combinations of irinoteoan with, 5-FU and LV were 
compared with S-FU and LV done. Study 1 compar&d combination irinoteeanlbolus 5- 
FU/LV therapy given weekly with a standard bolus regimen of 5-FUPLV alone given 
daily for 5 days every 4 weeks; an irinotecan-alone treatment arm. given on a weekly 
schedule was also included. Study 2 -evaluated two different methods of administering 
infusional 5-FU/LV, with or without irinotecan In both studies, concomitant medications 
such as antiemetics, atropine, and loperamide were ~given to patients for prophylaxis 
and/or management of symptoms from treatment. In Study 2, .a 7-day course of 
fluoroquinolone antibiotic prophylaxis was given in patients whose diarrh.ea persisted for 
greater than 24 hours despite loperamide or if they developed a fever in addition to 
diarrhea. Treatment with oral fluoroquinolone was also initiated in patients who 
developed an absolute neutrophil count (ANC) <500/mm3, even in the absence of fever or 
diarrhea. Patients in both studies also received treatment with in~aven~~s antibiotics if 
they. had persistent diarrhea or fever or if ileus developed. 
In both studies, the combination of iri~oteGan/5-FU~V therapy re&lted in significant 
improvements in objective tumor response rates, time to tumor progression, and survival 
when compared with 5-FUILV alone. These differences in survival were observed in 
spite of second-line therapy in a majority of patients on both arms, including crossover to 
irinotecan-containing regimens in the control arm. Patient characteristics and major 
efficacy results are shown in Table 2. 
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’ Study 1 N=225 (irinotecan/S-FU/LV),N=219 (5-FW.&‘),N~2223 (irinotecan) 
Study 2: N=l99 (irinotecan&FU/LV),N”186 (S-FWLV) 

b Confirmed 2 4 to 6 weeksafter first evidence of objective response 
’ Chi-square test 
dLog-rank test 

Improvement was noted with irinotecan-based combination therapy relative to 5-FU/LV 
when response rates and time to tumor progression were examined across the following 
demographic and disease-related subgroups (age, gender, ethnic orfgirr, performance 
status, extent of organ involvement with cancer, time from diagnosis of cancer, prior 
adjuvant therapy, and baseline laboratory abnormalities). Figures-1 and 2 illustrate the 
Kaplan-Meier survival curves for the comparison of irinotecan/S-PI-J&V versus 5-FWLV 
in Studies 1 and 2, respectiveIy. 
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Figure 2.Survivat 
First-Line ~~~not~~~n~5-FU~LV vs &FUILV 
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*log-rank test 

Second-Line Treatment for Recurrent or Progressive ~~tast~~i~ Colorrectal Cancer 
After 5-FU-Based Treatment 
Weekly Dosage Schedclle 

Data from three open-label, ‘single-agent, clinical studies, involving a total of 304 
patients in 59 centers, support the: use of CAMPTTXAR ‘in the treatment of 
patients with metastatic cancer of the colon or rectum that has recurred or progressed 
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following treatment with’ 5-W-based therapy. These studies were designed to 
evaluate tumor response rate, and do, not -provide information on actual clinical 
benefit, such as effects on survival and disease-related symptoms. -In each study, 
CAMPTOSAR was administered in repeated 6-\xseek~ cycles consisting of a 90- 
minute intravenous infusion once weekly fur 4 weeks, follow& by a 2-week rest 
period. Starting doses of CAMPTOSAk in these trials were 10‘0, 125, or 150 mg/m2, 
but the 1 50-mg/m2 dose was, poorly tolerated (due to ~nac~ep~a~~y hi&rates of grade 4 
late diarrhea and febrile neutropenia)..‘Study I enrolled 48 patients and‘was conducted 
by a single investigator at several regional hospitals. Study,2 was a multicenter study 
conducted by the North Central Cancer Treatment Group. Ali 90, patiqnts enrolled in 
Study 2 received a starting. dose of 125 mg/m2. Study 3 was a rn~lt~~~ter study that 
enrolled 166 patients fi-om 30 institutions. The mitial dose in Study 3 was 125 mg/m2 
but was reduced to 100 mg/m’ because the toxicity seen at the 125&g/m2 dose was 
perceived to be greater .than that seen in previous studies, AC1 patierttsin these studies 
had metastatic colorectal cancer, and the majority had disease that recurred or 
progressed following a 5-F&based regimen administered for metastasis disease. The 
results of the individual studies are shown in Table 3. 



NbA 20-571/S-024/S-027/S-028 
Camptosar@(irinotecan HCI) 

Hepatic ~ysf-mction, Pailcreatitis, UGTl A 1 
July 2 1,2005, Find Label 

Page 10 

TaMe 3. Weekly Dosage SehedCle: Study ResuMs 
l)__ll_____~-._____________I__ 

-7 - Study --- / ----I__~ 

Number of Patients ~~~~~~:-ll:“~~~~~ 
Starting Dose (mg/m’/wk x 4 
Demographics and Treatment Administration __ 

-T 

Ethnic Origin (%) 
White 
African American 
Hispanic 
Oriental/Asian 

Performance Status (%) 
0 
1 

--- --____ 
SW0 

-4 
51149 -- 

$642-84 i 
-----zi 

-64 (2.5-84) 

I. 

Colon 
Rectum 

For Metastatic Disease 
I 6 months after Adjuvant 
> 6 months after Adjuvant 
Classification Unknown ---.-e-M-_--- 

Prior Pelvic/Abdominal Irradiation (“XI) 
Yes 
Other 

1 
0 

CAMPTOSAR (median, months) -__ -..----.--.--~~.---.--..-- 
Relative Dose IntensityD (median %) ---.---I _.._ -z!L--I--iz~.-.~. -_- 

..L 
I 
I 

I -l-- 

i.. 

89 / 87 
11 ; 8 
0 I 5 ---*-i^-----.---. 

73 j 68 
27 
0 j y 
0 j 3 I-----.--l_i-____--I -___ 

0 I 0 
2 ; 4 

98 ’ 96 ~__1.1-.+------- 
I 

--A-+-.- ____- 
73 . 81 -- --.. -i.-.A-_--,- 

Ettiracy --.~,---_---~ 
Confirmed Objective Response Rate (%)) 

a Nine patients received 1.50 mg/m2 as a starting dose; two (22.2%) responded to CAMPTOSAR. 
b Relative dose intensity for CAMPTOSAR based on planned dose intensity of 100,83.3, and 

66.7 mg/m*/wk corresponding with 1.50, 12.5, and 100 m&‘m’ star&g doses, respectively. 
’ Confirmed I 4 to 6 weeks after first evidence of objective response. 
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In the intent-to-treat analysis of the pooled data across all three studies, I93 of the 304 
patients began therapy at the recommended starting dose of -125 mg/rn~~ Among these 
193 patients, 2 complete and 27 partial responses were observed, for an overall 
response rate of 15.0% (95% Conftdenie Interval [CIJ, 10~0% to 20~~1%) at this starting 
dose. A considerably lower response rate was seen with a starting dose of 100 mg/m2. 
The majority of responses were observed within the first two cycles of therapy, but 
responses did occur in later cycles of treatment (one response was observed after the 
eighth cycle). The median response duration for patients beginnings therapy at 125 
mg/m2 was 5.8 months (range, 2.6 to 1’5.1 months). Of the 304 patients treated in the 
three studies, response rates to CAMPTOSAR were similar -ia males and females and 
among patients older and younger than, 65 years. Rates were also similar inpatients with 
cancer of the colon or cancer of the rectum and in gatients with ,singIe and multiple 
metastatic sites. The response rate was 18.5% in patients with a performance status of 0 
and 8.2% in patients with a petiormanqe status of I or 2. Patie$s with a performance 
status of 3 or 4 have not bgen studied. Over half of the patients responding to 
CAMPTOSAR had not responded to prior 5-W. Patients who had received previous 
irradiation to the pelvis responded to CAMPToSAR at ~p~~xi,mat~iy %he same rate as 
those who had not previously received irradiation. 

Once-Every& Week Dosage Schedule 
Single-Arm Studies: Data from an open-label, single-agent, single-arm, multicenter, 
clinical study involving a totai of 132 patients support a once every-3-week dosage 
schedule of irinotecan in the treatment,of patients with metastatic canGer of the colon or 
rectum that recurred or progressed following treatment vlrith 5-FU. Patients received a 
starting dose of 350 mg/m2 given by* 30%minute iutravenuus infusion once every 3 
weeks. Among the 132 previously treated patients in this trial, the intent-to-treat 
response rate was 12.1% (95% CI, 7.0% to 18.1%). 
Randomized Trials: Two multicenter, randomized, clinical studies .further support the use 
of irinotecan given by the once-every-3-week dosage schetiuie in patients with metastatic 
colorectal cancer whose disease has recurred or progressed following prior 5-FU therapy. 
In the first study, second-line irinotecantherapy plus best supportive. care was Gompared 
with best supportive care alone, In the second study, ser;ond-line irinotecan therapy was 
compared with infusional +FU-based therapy. In both studies, irinotecan was 
administered intravenously at a starting dose of 350 mg/m2 over 90 minutes once every 3 
weeks. The starting dose was 300 mg/m2 for patients who were 70 years and older or 
who had a performance status of 2. The highest total dose permitted was 700 mg. Dose 
reductions and/or administratirrn delays were permitted in the- event of severe 
hematologic and/or nonhematologic tokicities while on treatment. Best supportive care 
was provided to patients in both arms of Study 1 and ‘included aniibiotics, analgesics, 
corticosteroids, transfusions, psychotherapy, or any other- symptomatic therapy as 
clinically indicated. In both studies, concomitant mediGations such as antiemetics, 
atropine, and loperamide were given to, patients for prophylaxis and/& management of 
symptoms from treatment. If late diarrhea persisted for greater than 24 hours despite 
loperamide, a 7-day course of fluoroquinolone antibiotic prophylaxis was given. Patients 
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in the control arm of the second, study received one of the following 5-FW regimens: (1) 
LV, 200 mg/m2 IV,over 2 hours; followed by 5-FU, 4W nig/m” IV. bohts; followed by 
5-FU, 600 mg/m” continuous IV infusion over 22 hours on days 1 and 2 every 2 weeks; 
(2) 5-FU, 250 to 300 mg/m?/day protmoted continuous IV infusion until toxicity; (3) 5- 
FU, 2.6 to 3 g/m2 IV over 24 hours every week for 6 weeks v&h or w&hout LV, 20 to 
500 mg/m2/day every week IV for 6 weeks with 2-week rest between cycles. Patients 
were to be followed every 3 to 6 weeks for 1 year. 

A total of 535 patients were randomized in the two studiesat .94 centers,. The primary 
endpoint in both studies was survival. .The stuches demon$rated a significant overall 
survival advantage for irinotecan cornp+ued with best suP~~ive care (p=O.QOOl) and 
infusional 5-FU-based therapy (p=O.O35) as shown in Figures 3 and 41 In Study 1, median 
survival for patients treated with irinotetian was 9.2 months compared with 6.5 months 
for patients receiving best supportive We. In Study 2, median survival for patients 
treated with irinotecan was 10.8 months compared with 8.5 months for patients receiving 
infusional 5-FU-based therapy. Multiple regression analyses d~te~in~d that patients’ 
baseline characteristics also had a significant effect one stirviyal. When adjusted for 
performance status and other baseline p&gnostic factors, survival among patients treated 
with irinotecan remained significantly longer than in the control po~lat~~ns (p=O.OO 1 for 
Study 1 and p=O.O17 for Study 2). Measurements of pain, performance status, and weight 
loss were coliected prospectively in the two studies; however, the plan for the analysis of 
these data was defined retrospectively. When comparing- irinotecan with best supportive 
care in Study 1, this analysis showed a statistically signi,~cant.~~~~~ for irinotecan, 
with longer time to development of Pain (6.9 months versus 2.0 months), time to 
performance status deterioration (5.7 months versus 3.3 months), and, time to > 5% 
weight loss (6.4 months versus 4.2 months). Additionally, 33.3% (33J99)of patients with 
a baseline performance status of 1 o’r ‘2. showed an irnpro~e~~~t in petiormance status 
when treated with irinotecan versus 11.3% (7162) of ,pati,ents. receiving best supportive 
care (p=O.O02), Because of the inclusion, of patients with non-measu~bl~ disease, intent- 
to-treat response rates could ‘not be assessed. 
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In the two randomized studies, the EGRTC QLQC30 i~~rurn~nt &as utilized. At the 
start of each cycle of therapy, patients completed a -questionnaire’ consisting of 30 
questions, such as “Did pain interfere w&h daily activities?” (I I- Not atAll, to 4 = Very 
Much) and “Do you have any tiouble @king .a long walk?? (Yes or No). The answers 
from the 30 questions were converted ,into 15 subscales, that were scored from 0 to 100, 
and the global health status subscale that was derived from, two questions about the 
patient’s sense of general well being inthe past week. In addition to the global health 
status subscale, there were five fun&onal (i.e., caguitive, ~rnot~o~a~, social, physical, 
role) and nine symptom (i.e., fafigue, appetite loss, pain : assessmet%, insomnia, 
constipation, dyspnea, nausea/vomiting, financial impact, diarrhea) s?bScaIes, The results 
as summarized in Table 5 are based on patients3 worst post-baseline scores. In Study 1, a 
multivariate analysis and univariate analyses of the individual &bscbles ‘were performed 
and corrected for multivariate testing. Pdtients receiving-irinotecan reported significantly 
better results for the global health s&us, on two of five functional subscales, and on four 
of nine symptom subscales. As expected; patients receiving irinotecan nuted significantly 
more diarrhea than those receiving best supportive care. In %tudy 2, the multivariate 
analysis on all 15 subscales did not indicate a statistically significant: difference between 
irinotecan and infusional 5-FU. 
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!olon 
Primary Tumor (%) 

Duration of Study Treatment (median, h&m 

Survival 
Survival (median, months) 

-- l_-.- 
wJ.02) i 

I_ d 95 1 81-99 -l.-L--- 

-----r-w 
_I_ -- 

I-- 6.5 --T-T-- T---8.5-- 
(Log-rank test) 

-T- ~~-~~~~~i ___..- ---_-/ml .---. ____- 
BSC = best supportive care 

bRelative dose intensity for irinotecan based on pla&e#dose intensity of 116.7 and 140 mg/m’/wk 
corresponding with 350 and 300 mg/m’ starting doses,,iespectively: 



NDA 20-57 l/S-024/S-027/S-02$ 
Camptosar@(irinotecan HCl) 

Hepatic ~ys~nction; Pancreatitis, UCT 1 A 1 
July 2 1,2005, Final Label 

Page 16 

----.. _ _ Table 5. EORTC QLQXJ& M 
QLQ-cju Subscale I 

_eaa Worst Post-Baseline Scqre” 

Global Health Status 

Pain Assessment 
Insomnia 

nine symptom subscales, higher scores imply more severe symptoms, ‘The 
each visit until the patient dropped out of the study. 

s&scale scores of each patient were collected at 

INDICATIONS AND USAGE 
CAMPTQSAR Injection is indicated as a component of first-be therapy in 

combination with 5-fluorouracil and teucovorin for patients .witb metastatic carcinoma of 
the colon or rectum. CAMPTOSAR is also indicated for patients ,with metastatic 
carcinoma of the colon or rectum whose disease has recurred or progressed following 
initial fluorouracil-based therapy. 
CONTRAINDICATIONS 

CAMPTOSAR Injection is contraindic;ated in patients with a known hypersensitivity to 
the drug. 
WARNINGS 
General 

Outside of a well-designed clinical study, CAMPTOSAR ‘Injectioti should not be 
used in combination with the “‘Mayo Clinic” regimen of 5-FUILV (administratian for 
4-5 consecutive days every 4 weeks) because of reports of’increase?l toxicity, including 
toxic deaths. CAMPTOSAR should be used, as recommended (see 
ADMINISTRATION, Table 10). 

In patients receiving either irinotecanl’5-FWLV or 5-FU/LV in” the clinical trials, higher 
rates of hospitalization, neutropenic fever, thromboembol~~m, first-cycle treatment 
discontinuation, and early deaths were observed in patients with a baseline performance 
status of 2 than in patients with a baseline performance status of0 or 1. 
Diarrhea 

CAMPTOSAR can induce both early and Iate forms of diarrhea that appear to be 
mediated by different mechanisms. Early diarrhea (occurring during or shortly after 
infusion of CAMPTOSAR) is .chotinergic in nature. It is usually transient and only 
infrequently is severe. It may be accompanied by symptums of rhinitis, increased 
salivation, miosis, lacrimation, diaphorebis, flushing, and i&e&al hyperperistalsis that 
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can cause abdomi-nal cramping. Early.diarrhea and other choiinergig symptoms may be 
prevented or ameliorated by a~inistrat.eon of atropine (see PRECAUTIONS, General, 
for dosing recommendations for atropine). 

Late diarrhea (generally occurring more than 24 hours after administration of 
CAMPTOSAR) can be life threatening since it may ‘be prolonged and may lead to 
dehydration, electrolyte imbal;irice, or sepsis. Late diarrhea should be treated promptly 
with loperamide (see ~~~AUT~~NS; Information for Patien$s, for dosing 
recommendations for loperamide), Pa&&s with diarrhea should be carefully monitored, 
should be given fluid and electrolyte replacement if they become dehydrated, and should 
be given antibiotic support if they develop ileus, fever; or severe ne&ropenia. After the 
first treatment, subsequent weekiy chemotherapy treatments should be delayed in patients 
until return of pretreatment bowel function- for at least 24 hours without need for anti- 
diarrhea medication. If grade 2, 3; or 4 late diarrhea occurs subsequent doses of 
CAMPTOSAR should be decreased within the current cycle (see DOSAGE AND 
ADMINISTRATION). 
Neutropenia 

Deaths due to sepsis following severe ieutropeda. have been reported in patients treated 
with CAMPTOSAR. Neutropenic complications shout! be managed promptly with 
antibiotic support (see P~E~AUT~~,NS~. Therapy with CA~P~GSAR should be 
temporarily omitted during a cycle of therapy if neutropenic fever occurs or if the 
absolute neutrophil count drops <lOOO~mm’. After the patient recovers to an absolute 
neutrophil count ? 1006/mm3, subsequent doses of CAMPTOSAR should be reduced 
depending upon the level of neutropenia observed (see DOSAGE AND 
ADMINXSTRATI[ON). 

Routine administration of a colony-stimul~ing factor @SF) ,is note necessary, but 
physicians may wish to consider CSF use in individual patients experiencing significant 
neutropenia. 
Patients with Reduced UGTSA1. +ctiv#y 

Individuals who are homozygous for. the UGTlAl”28 allele are at increased risk for 
neutropenia following initiation of CAMPTGSAR treatment. A reduced initial dose 
should be considered‘for patients knowa to be homozygous for the’ UCTlA1*28 allele 
(see DOSAGE AND ADMINXSTRAT$ON). Heterozygous lpatients (carriers of one 
variant allele and one wild-type allele which results in intermediate UGTl A 1 activity) 
may be at increased risk for neutropenia; however, clinical results have been variable and 
such patients have been show.n to tolerate normal starting doses, 
Hypersensitivity 

Hypersensitivity reactions including severe anaphyiactic or anaphylactoid reactions 
have been observed. 
Colitis/Ileus 

Cases of colitis complicated by ulceration, bleeding, ileus, .and infation have been 
observed. Patients experiencing ileus should receive , prompt * antibiotic support (see 
PRECAUTIONS). 
Renal Impairmelnt/Rea,al Faihwe 

Rare cases of renal impairment and acute renal failure have. been identified, usually in 
patients who became volume depleted f&m severe vomiting and/or diarrhea. 
Thkom boem bolism 
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Thromboembolic events have been-observed in patients receiving i~inote~~-containing 

regimens; the specific cause of these evefits has not been determined. 
Pregnancy 

CAMPTOSAR may cause fetal hv when administers to a pregnant woman. 
Radioactivity related to “C-irinotecan crosses the placenta of rats following. intravenous 
administration of 10 mg/kg (which in’ separate studies produced au irinotecan C,,, and 
AUC about 3 and ct.5 times, respectively, the ~o~~s~~di~g~ values in patients 
administered 125 mg/m2). Administration of 6 mg/kg/day i~~~v~n~~s,~rinotecan to rats 
(which in separate studies produced an -trinotecan C,,, and AUC about .2 and 0.2 times, 
respectively, the corresponding -values.in patients ~dm~~ist~r~ 125 mg/m2) and rabbits 
(about one-half the recommended humati weekly starting dose on a mg(m2 basis) during 
the period of organogenesis, is embryotoxic as characterized by increased post- 
implantation loss and decreased numbers of live fetuses. Ir‘inotecan was teratogenic in 
rats at doses greater than 1.2 mg/kg/day ,(which in separate studies produbed an irinotecan 
C,,, and AUC about 2/3 and 1/4&h, respectively, of the corresponding values in patients 
administered 125 mg/m2) and in rabbits at 6.0 mg/k~/day (about one-half the 
recommended human weekly starting dose on a mg/m” basis).- Teratogenic effects 
included a variety of external, visceral, and Sk&fetal ~b~o~al~ties. Irinotecan 
administered to rat dams for the period following organogenesis through weaning at 
doses of 6 mg/kg/day caused decreased learning ability and” decreased female body 
weights in the offspring. There are no adequate and well-~ont~lled~~~dies of irinotecan 
in pregnant women. If the drug is used during pregnancy, or if the ,patient becomes 
pregnant while receiving this drug, the patient should be apprised of the potential hazard 
to the fetus. Women of childbearing potential should be advised to avoid becoming 
pregnant while receiving treatment with CAMPTQSAR, 

PRECAUTIONS 
General 
Care of Irztravenazds Site: CAMPTOSAR Injection is administered by intravenous 
infusion. Care should be taken to avoid extravasation,, and the. infusion site should be 
monitored for signs of inflammation. Should extravasation occur, flushing the site with 
sterile water and applications of ice are reeommended. 
Premedicution with Antiemetics: Irinotecan. is emetigenic. It is-recommended, that patients 
receive premeditation with antiemetid agents. In clinical studies of the weekly dosage 
schedule, the majority of patients received 10 mg of de~metbasone given in conjunction 
with another type of antiemetic agent, such as a 5-HT3 blocker (e.g., ondansetron or 
granisetron). Antiemetic agents should be given on the day of treatment, starting at least 
30 minutes before administration of C%MPTOSAR. Physicians should also consider 
providing patients with an antiemetic regimen (e,g., procblorper~~ne) for subsequent 
use as needed. 
Treatment of Cholinergic Symptoms: Prophyiactic or therapeuti~‘administration of 0.25 to 
1 mg of intravenous or, subcutaneous atropine should be considered (unless clinically 
contraindicated) in patients experi*encing rhinitis, increased salivation, miosis, 
lacrimation, diaphoresis, flushing, abdominal cramping, or diarrhea (ocs;urring during or 
shortly after infusion 0-f CAMPTOSAR). These symptoms are expected to occur more 
frequently with higher irinotecan doses. 
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Patients at Particular Risk:, In patients.regeiving either iri~~te~a~/5-FU/LV or 5-FU/LV 
in the clinical trials, higher rates of hosp~~liza~~~~~ u~~~r~penic fever, 
thromboembolism, first-cycle qeatment’ discontinuation, and early deaths were observed 
in patients with a baseline ~rfo~an~e status of 2 than’ in patients with a baseline 
performance status of 0 or 1. Patients: who had previously received pelvic/abdominal 
radiation and elderly patients with comorbid conditions should be closely monitored. 

The use of CAMPTOSAR in patients .with significant hepatic dysfunction has not been 
established. In clinical trials of either dosing schedule, irinotecan .was not administered to 
patients with serum bilirubin >2.0 mg/dL, or transaminase 53 ‘times the upper limit of 
normal if no liver metastasis, or transaininase ~5 times the upper timit of normal with 
liver metastasis. In clinical trials of .the -weekly dosage schedtile, patient with modestly 
elevated baseline serum total ,bilirubin levels, (1 .O to 2.0 mg/ldL) ,had~ a significantly 
greater likelihood of experiencing first-cycle grade 5 or 4 n~~t~openia than those with 
bilirubin levels that were less than .l;O mg/dL (50% f19/3g] versus 18% [47/226]; 
p<O.OOl). Also see CLINICAL PH+RMACGLOGY: P~~rna~~kineti~s in Special 
Populations: Hepatic Insufficiency. Patients with de~~~ent.gl~~ro~id~ion of bilirubin, 
such as those with Gilbert’s syndrome, may be at greater risk of myelosuppression when 
receiving therapy with CAMPTOSAR. Ketoconazole,’ enzyme-inducing 
anticonvulsants and St. John’s Wort are known to have drug-drug interactions with 
irinotecan therapy. (See Drug-Drug Interactions sub-section under CLINICAL 
PHARMACOLOGY) 
Information for Patieats 

Patients and patients’ caregivers should be. informed of the expected toxic effects of 
CAMPTOSAR, particularly of its gastrointestinal complications, such as nausea, 
vomiting, abdominal cramping, .diarrhaa, and infection. Each patient should be instructed 
to have loperamide readily available and to begin treatment for late diarrhea (generally 
occurring more than 24, hours after adm~nis~at~on o~C~MPT~~A~) at~‘the first episode 
of poorly formed or loose stools or the earliest onset of bowei- movements more frequent 
than normally expected for the patient. One -dosage’ regimein for loperamide used in 
clinical trials consisted of the following (Note: This dosage regimen exceeds the usual 
dosage recommendations for loperamide.): 4 mg at the first ‘or&et of fate’ diarrhea and 
then 2 mg every 2 hours until the patient isdiarrhea-free for at least 12 hours. During the 
night, the patient may, take 4 mg of ioperamide every 4 hours. Premeditation with 
loperamide is not recommended. The, use of ctrugs with laxative properties should be 
avoided because of the potential for exacerbation of diarrhea. Patients should be advised 
to contact their physician to discuss any Jaxative use. 

Patients should be instructed to contact their physician or nurse’if any ,of the following 
occur: diarrhea for the first time during. treatment; black or Moody stools; symptoms of 
dehydration such as lightheadedness, dizziness, or faimness; inability to take fluids by 
mouth due to nausea or vomiting; inability to get diarrhea under control within 24 hours; 
or fever or evidence of infection. 

Patients should be alerted to the possibility of alopecia. 
Laboratory Tests 

Careful monitoring of the white blood cell count with dif-ferential, hemoglobin, and 
platelet count is recommended before each dose of CAMPTOSAR. 
Drug Interactions 
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The adverse effects of CAMPTOSAR; such as myelos~ppressiun and. diarrhea, would 

be expected to be exacerbated by otb& antineoplastic agents. ,having similar adverse 
effects. 

Patients who have previously received pelvic/ -abdominal irradiation are at increased 
risk of severe myelosuppression following the admi~~~ration ,of CAMPTOSAR. The 
concurrent administration of CAMPTGSAR with irmdiation has not been adequately 
studied and is not recommended. 

Lymphocytopenia has been reported’ in patients receiving CAMPTOSAR, and it is 
possible that the administration of dexamethasone as antiem~etic prophylaxis may have 
enhanced the likelihood ofthis effect. H&ever, serious oppo~~ist~~ intbections have not 
been observed, and no complications have specifically beeti attributed to 
lymphocytopenia. 

Hyperglycemia has also been reported in. patients receiving CAI’+PTOSAR, Usually, 
this has been observed in -patients ti$th a history of diabetes mellitus or evidence of 
glucose intolerance prior to administration of CAMPTOSAR. It is probable that 
dexamethasone, given as antiemetic prophylaxis, contributed to hyperg{ycemia in some 
patients. 

The incidence of akathisia in clinical, trials of the weekly dosage sche&rle was greater 
(SS%, 4/47 patients) when prochlorperazine. was administered on the same day as 
CAMPTOSAR than when these drugs ,tiere given, on separate days (I .3%, l/80 patients). 
The 8.5% incidence of akathisia, howevet, is within the range reported for use of 
prochlorperazine when given as a premedication for other chemotherapies. 

It would be expected that laxative use during therapy with CAMPTGSAR would 
worsen the incidence or severity of diarrhea, but this has not been studied. 

In view of the potential risk .of dehydration secondary to -vomiting .and/or diarrhea 
induced by CAMPTOSAR, the physician may wish to withhold diuretics during dosing 
with CAMPTOSAR and, certainly, during periods of active vomiting or diarrhea. 

Drug-Laboratory Test Interactions 
There are no known interactions between CAMPTOSAR and laboratory tests. 

Carcinogenesis, MutagenesSs 6% Impaihnent of Fertility 
Long-term carcinogenicity studies, with irinotecan wore not conducted. Rats were, 

however, administered intravenous doses of 2 mg/kg or 25 rug/kg, irinotecan once per 
week for 13 weeks (in separate studies, the 25 mg/kg dose proihqed an irinotecan C,,, 
and AUC that were about 7.0 times and 1.3. times the respective values in patients 
administered 125 mg/m2 weekly) and w?re then allowed- to recover for 91 weeks. Under 
these conditions, there was a significant linear trend with. dose for the incidence of 
combined uterine horn endometrial stpmal polyps and endometrial stromal sarcomas. 
Neither irinotecan nor SN-38 was mutagenic in the in vitro Ames assay. Irinotecan was 
clastogenic both in vitro (chromosome aberrations in Chinese hamstee ovary cells) and in 
vivo (micronucleus,test in mice). No si~ni~~a~t adverse eff&.s on fertility and general 
reproductive performance were qbserved after intravenous ~drn~ni~ration of irinotecan in 
doses of up to 6 mg/kg/day to rats and rabbits. However, atrophy ofmale reproductive 
organs was observed after multiple daily irinotecan doses both in Rodents at 20 mg/kg 
(which in separate studies produced an irinotecan C,,, and AUC about 5 and 1 times, 
respectively, the corresponding values in patients administered 125 mg/m2 weekly) and 
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dogs at 0.4 mg/kg (which in separate studies produced an irinotecan C,,, and AUC about 
one-half and 1/15th, respectively, the corresponding values in patients administered 125 
mg/m2 weekly). 
Pregnancy 

Pregnancy Category D-see WARNINGS. 
Nursing Mothers 

Radioactivity appeared in rat milk within 5 minutes of intravenous administration of 
radiolabeled irinotecan &nd was concentrated. up to 65-fold-at 4 hours after administration 
relative to plasma concentrations. &eagse many drugs are excreted in human milk and 
because of the potential for. serious adverse reactions in nursing infants, it is 
recommended that nursing be discontinued when receiving therapy with 
CAMPTOSAR. 
Pediatric Use 

The effectiveness of irinotecan in pediatric patients has not been established. Results 
from two open-label, single arm studi+s were evaluated. One htmdred and seventy 
children with refractory solid tumors were enrolled in one phase 2 trial in which SO mg/ 
m2 of irinotecan was infirsed ’ for .5 consecutive days every * 3 weeks. Grade 3-4 
neutropenia was experienced by 54 (31;8%) patients. Neutropenia .was complicated by 
fever in 15 (8.8%) patients, Gmde ,314 diarrhea was observed in 35 (20.6%) patients. 
This adverse event profile ‘was comparable to that observed in adults; In the second 
phase 2 trial of 21 children with previously untreated- rbabdomyosar~oma~ 20 mg/m2 of 
irinotecan was infused for 5 consecutive days on weeksO, 1, 3 and 4. This single agent 
therapy was followed by rn~~ti~~d~l ‘therapy. Accrual to the single agent irinotecan 
phase was halted due to the high rate (28.6%) of progressive disease and-the early deaths 
(14%). The adverse event profile was different in this study from that observed in adults; 
the most significant grade 3 or 4 adverse events were dehydration experienced by 6 
patients (28.6%) associated with severe hypokalemia in 5 patients ;(23.8%) and 
hyponatremia in 3 patients (14.3%); in .addition Grade 3-4 infection was reported in 5 
patients (23.8%) (across all courses of therapy and irrespeetiveqf cau$al r’elationship). 
Pharmacokinetic parameters for irinotkan and SN-58 were determined in 2 pediatric 
solid-tumor trials at dose Ievels of 50 mg/m2 (60-min inf&i+-r, n=48) end 125 mg/m2 
f90-min infusion, n=6). Irinotecan clear&e (mean + SD.) was 17.3 4 6.7 L/b/m2 for the 
50mglm2 dose and 16.2 + 4.6 L/h/m2 for the 125 mg/m’ dose, which is comparable to that 
in adults. Dose-normalized SN-38 AUC values were comparable between adults and 
children. Minimal accumulation af irinotecan and SN-38 was, observed in children on 
daily dosing regimens [daily x 5 every 3 weeks or (daily x 5) x 2 weeks eyery 3 weeks]. 
Geriatric Use 

Patients greater than 65 years of age should be closely monitored because .of a greater 
risk of late diarrhea in this population (see CLINICAL PIjARMACOLOGY, 
Pharmacokinetics in Special Populations and ADVERSE REACTIONS, Overview 
of Adverse Events). The starting dose of CAMFTOSAR in patients 70 years and 
older for the once-every-3-week-dosage schedule should:be 30Q mgim’ (see 
DOSAGE AND ~~ST~~O~. 
ADVERSE REACTIONS 
First-Line Combination Therap,y 
A total of 955 patients with metastatic colorectal cancer received the recommended 
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regimens of irinotecan, in combination with 5-FUILV,. 5-FU/LV alone, or 
irinotecan alone. In the two phase 3 studies, 370, patients received 
irinotecan in combination with 5-FWLV, 362 patients recei+ed 5-FWLV alone, and 223 
patients received irinotecan alone. (See Table 10 in DOSAGE AND 
ADMINISTRATION for reco~e~d~ combination-agent regijnenS.) 

In Study 1,49 (7.3%) patients died within 30 days of 1ast”study treatment: 21 (9.3%) 
received irinotecan in combination with 5-FU/LV, 15 (6.8%) received 5-FU/LV alone, 
and 13 (5.8%) received irinotecgn alone. Deaths pote~tiall~.ref~e~ ti treatment occurred 
in 2 (0;9%) patients who received jirinotecan in combination with S-FU/LV (2 
neutropenic fever/sepsis), 3 (1.4%) patients who received 5-FU/LV alone (1 
neutropenic fever/sepsis, 1 CNS bleeding during tb~rn~oc~~~ni~ I unknown) and 2 
(0.9%) patients who received i~inote~~ alone (2 neutropenic f&es). Deaths from any 
cause within 60 days,of first study treatment were reported for, 15 (6.7%) patients w,ho 
received irinotecan in combination with 5-FWLV, 16 (7.3%),,patiextts #JO received 5- 
FU/LV alone, and 15 (6.7%} patients ‘who received irinoteoan- alone. Discontinuations 
due to adverse events were reported for 17 (7.6%) patients vho reFived. irinotecan in 
combination with SFU/LV, 14 (6.4%) ipatients who received 5-FWLV alone, and 26 
(I 1.7%) patients who received irinotecan alone. 

in Study 2, 10 (3.5%) patients died.within 30 days of last stud~treatment: 6 (4.1%) 
received irinotecan in combination we,ith 5-FWLV and 4 (2..8%) received 5-FU/LV 
alone. There was one potentially treatment-related, death; wbioh o$curred in a patient 
who received irinotecan in combination with 5-FWLV (q-7%, neutropenic sepsis). 
Deaths from any cause within 60 days of first study treatment were reported for 3 (2.1%) 
patients who received irinotecan in combination with 5+FURIV and 2 ,(1.4%) patients 
who received 5-FU/‘LV alone. ~is~o~tin~atio~s due to”advers,e events were reported for 9 
(6.2%) patients who received irinotecan in combination with SFWLV and 1 (0.7%) 
patient who received 5-FU/LV alone. 

The most clinically significant adverse events for patients receiving iriuotecan-based 
therapy were diarrhea, nausea, vomiting, neutropenia, and alopecia.. The most clinically 
significant adverse events for patients receiving 5-FWLV. therapy~ were diarrhea, 
neutropenia, neutropenic fever, and.. mucositis, In Study I,. grade 4 neutropenia, 
neutropenic fever (defined as grade 2 fever and grade 4 ~e~tro~~~ia~~ and mucositis were 
observed less often with weekly irinuteean[S-FWLV than with monthly administration 
of 5-FWLV. 

Tables 6 and 7 list the clinically relevant adverse events reported in Studies 1 and 2, 
respectively. 
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Table 6. 
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0.4 
2.2 _____.-- 

31.4 
19.3 
12.1 
21.5 
4.5 
5.8 
1.7 ..- . . --_-_ ~+2L-- I 

__: ._ ; 
/ 

19.5 / 
3.1 / 

64,4 / 11.9 ! 69.1 j 13.9 

26+9 1 3*6 
/ 22.9 

1.7 i 32.4 3.6 / 43.5 
0 I 16.0 14 ..----------.----“-----1-- 

I / 
-.!&2+-!E -__-_ 

Adverse Event q6l 
N= 

Grade i-4, 
100 -----“- 

84.9 
-.. 
-- 

45.8 
79.1 
63.1 
60.4 
34.2 
41.3 
32.4 

96.9 
_- 

96.9 
%.9 

-- 
960 

*.. .--_--- 

70.2 
30.7 
42.2 

.-x- 

87.6 -- ,~I 

0.9 
19.1 

--K.-- 

TOTAL Am= 
GASTROINTESTINAL - + 

Diarrhea 
late 

grade 3 
grade 4 

early 
Nausea 
Abdominal pain 
Vomiting 
Anorexia 
Constipation 
Mu&itis 

WEMATOLOGIC 
Neutropenia 

grade 3 
grade 4 

Leukopenia 
Anemia 
Neutropenic fever 
Thrombocytopenia 
Neutropenic infection 

BODY AS A WHOLE 
Asthenia 
Pain 
Fever 
Infection -.--_ 

METABOLIC & 
NUTRITlONAL 

? Bilirubin 
DERMAi;OLOGIC 

---_ 

Exfoliative dermatitis 
Rash 
Alopeciab 

RESPIRATORY ~I___-- 

i 
I I 

7.1 I 92.2 i 8.2 i -.---j-- -__.__--- ~ -_-, -M--“i.e-- 
I 

0 0 
14.3 O”4 
46.1 

----I-=-- 
22.0 2.2 
20.2 0.4 

I- -?& -_.i--‘.3 --._- 

27.6 
26.7 
62 _~.A---“.__ 

Dyspnea 
cough 
Pneumonia -------- 

NEUROLOGIC 
Dizziness 
Somnolence 
Confusion 

-?ARDIOVx3=-c -__l_.--- 

23.1 1.3 
12.4 1.8 

16.4 
4.6 

Vasodilatation 
Hveotension 

CI CTC (version 1.0) 

9.0 i 0 
5.8 i 1.7 
5.4 j -- $omboembolic eve& 

-?r---.--------------- Severity of adverse events based on 
bComplete hair loss = Grade 2 
“Includes angina pectoris, arterial thrombosis, cerebral infarct, cerebrovascular accident, deep thrombophlebitis, embolus 
lower extremity, heart arrest, myocardial infarct, myoearchal ischemia, peripheml vascular disorder, pulmonary embolus, 
sudden death, thrombophlebitis,, thrombos’is, vascular disorder. 
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Table 7. Study 2: Percent (%) of P!atients Experiencing Clini 
___ Adverse Ew MS ia ~~rn~~~a~i~n Therapies” 

Stud1 
Zrinotecan + 

---I- 

caliy Relevant 

’ 54wLv 
@fusional d l&2 

a2weeks 

5-Fsmv 
infus8opaI d, P&2 

q2w&$s 
Adverse Event 

72.4 
.* 

28.3 
66.9 
17.2 
44.8 
35.2 
30.3 
40.0 ----- 

82.5 
"I_ 
*I 

81.3 
97.2 

-4. 
32.6 

mm ---_--__-- +- 

45 
Grade 3&4 

72.4 

14.4 
10.3 
4.1 
1.4 
2.1 
2.1 
3.5 
2.1 

II-: -1-.-- 

46.2 
36.4 
9.8 
17.4 
2.1 
3.4 
0 

-2.1.~. 

.-I 
0.7 

55.2 
16.8 

‘32.2 
18.9 
25.2 
28"7 

r3 
*ade 3&4 

39.2 I__--.- 

6.3 
4.2 
2.1 

0 
3.5 
0.7 
2.8 
0.7 
1.4 
2s - 

13.4 
12.7 
0.7 
3.5 
2.1 
a.7 
0 
0 ^,-~-- 

TOTAL Adverse Events 
GASTROINTESTINAL ~~ 

Diarrhea 
late 
grade 3 
grade 4 

Cholinergic syndromeb 
Nausea 
Abdominal pain 
Vomiting 
Anorexia 
Co&nation 
MuC&itis 

HEMATOLOGIC 
-- - 

Neutropenia 
grade 3 
grade 4 

Leukopenia 
Anemia 
Neutropenic fever 
Thrombocytonenia 
Neutropenic infection -_-.__(__-__ 

BODY AS A WHOLE 
57.9 i 9.0 
64.1 
22..I i X:: 
35.9 1 7.6 

Asthenia 
Pam 
Fever 
Infection -__-- ---- 

METABOLiC & NUTRITIONAL 
‘? Bilirubin 

DERMATtiLOGIC 
~____.____lll 

Hand & foot syndrome 
Cutaneous signs 
AlopeciaC --.____.--__- 

RESPIRATORY 
Dyspnea I_____- ~~--_- 

CARDIOVASCULAR 
Hypotension 
Thromboembohc eventsd 

3sot’adverse events &$dzxm 

359 10.6 .~-_-. .-A-----. 

10.3 
17.2 , 
56.6 / -- ' -c 

t 
‘C 

97 4 -- "-..--. ___-_I-- -.-- +.-~,g..~~~-~~o--~~ 1.4 j 

3.4 
IL7 1 

1.4 j 
/ "- 1 -- 

0.7 0 
5.6 G&ion 

LO) 
~~I_ J- ___- ----.. -.1-- j __,_ll___.____ 

DInchtdes rhinitis, increased salivation, miosis, lacrimation, diaphoresis, flushing, a~om~nal.cr~p~ng or 
diarrhea (occurring during or shortly after infbsio$ of $rinotecan) 
‘Complete hair loss = Grade 2 
d Includes angina pectoris, arterial thrombosis, cerebral in&r&, cerebrovascular accident, deep 
thrombophlebitis, embolus lower extremity,.heart arrest, myacardial infarct, myocardiaf is.chemia,peripheral 
vascular disorder, pulmonary embolus, sudden death, tbrombophlebitis, thrombosis, vascular disorder. 
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Secmd-Line Single-Agent Therapy 
Weekly Dosage Sckedale 

In three clinical studies evaluating the‘ weekly dosage schedule, 304 ~patients with 
metastatic carcinoma of the colon or re@um that had recurred or progressed following 5- 
FU-based therapy were treated with CAMPTOSA,R+ Seventeen of the’patients died within 
30 days of the administration of CAMPTCXSAR; in five teases ‘(1.6%, 5/304), the 
deaths were potentially drug-related, These five patients, experienced a constetlation of 
medical events that included known effects of CAMPTOSAR. One of these patients 
died of neutropenic sepsis without fever: Neutropenic fever occurred in nine (3.0%) other 
patients; these patients recovered with svpportive care. 

One hundred nineteen (39,1~%) of the, 394,patients were hospi@lized a totai of 156 times 
because of adverse events; 81 (26.6%) patients were hospitalized for-events judged to be 
related to administration of CAMPTOSAR. The primary reasons for drug-related 
hospitalization were diarrlrea, with or without nausea and/or vomiting (l&4%); 
neutropenia/leukopenia, with or without diarrhea and/or fever t&2%); and nausea and/or 
vomiting (4.9%). 

Adjustments in the dose of CAMPTOSAR were made during the cycle of treatment and 
for subsequent cycles basecl on individutil patient tolerance.-The ,fnst dose of at least one 
cycle of CAMPTOSAR was reduced for 67% of patients who began the studies at the 
125-mg/m2 starting dose. Within-cycle dose reductions were required,fiir 32% of the 
cycles initiated at the 125-mgJm2 dose level The most common reasons for dose 
reduction were late diarrhea, neutropenia, and leukopenia.. Thirteen : (4.3%) patients 
discontinued treatment with CAMPTOSAR because of adverse events. The adverse 
events in Table 8 are based on, the experience of the 304 patients enrolled in the three 
studies described in the CLINICAL STUDIES, Studies Evaluating the Weekly Dosage 
Schedule, section. 
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Table 8. Adverse Eve&s Occurring in WWO of304 PrevipusJy Treated IWeols with 
a of the Colon or a 

Body System & Event 
GASTROINTESTINAL 

Diarrhea (late)” 
7-9 stools/day (grade 3) 
210 stools/day (gradej) 

Nausea 
Vomiting 
Anorexia 
Diarrhea (earlyy 
Constipation 
Flatulence 
Stomatitis 

HEM AT;L:&C 
J% pep . _--w..- 

L”------.-.- 
i’Replwtllg$ -- .---- 

NC1 Grades f& 4 

Leukopenia 
Anemia 
Neutropenia 

500 to.4 OQO/mm3 (grade 3) 
<5OO/mm’ (grade 4) 

- 
- 

BODY AS A WHOLE 
Asthenia 
Abdominal cramping/pain 
Fever 
Pain 
Headache 
Back pain 
Chills 
Minor infectior? 
Edema 
Abdominal enlargement 

-%?i!m & NUTRITIONAL 
~- 

4 Body weight 
Dehydration 
‘? Alkaline phosphatase 
~.%o-f .i.-..- _._-.- -. 

DERMATOLOGIC 
Alopecia 
Sweatmn 
Rash ” -_____-___ 

RESPIRATORY 
-_--..--- --:- 

Dyspnea 
? Coughing 
Rhinitis NE”ROLOGIC _-...-_l_---l_-- 

Drzziness 
-CARDIOVASCULAR 

___,-__I__---_ - 

-,. Vasodilation (flushing)- --.- 

88 
- 
- 
86 
67 
55 
51 
30 
12 
12 
10 -___I-__ 

63 
60 
54 
- 

76 
57 
45 
24 
17 
14 
14 
14 
10 
10 ---l__ -- 

30 
I5 
t3 
10 _I__-__---.~.- 

60 
16 
13 _-___---__A..- 

22 
17 
16 -__--_____l____ 

19 
15 _____-l_-l_ 

11 -.. -----_I 

12 
6 
8 
2 
0 
I 
Q ----..."-w--e 

28 
7 

.26 
(15) 
WI -----____- 

I2 
16 
1 
2 
1 
2 
Q  
0 
I 
0 .--1.--.,.- ..--. ---- 

1 
4 
4 

Q  

,O --_- - .-.- ----.- 
a Severity of adverse events based on NC1 CTC (version 1 .O) 
b Occurring > 24 hours after administration of CAMPTOSAR 
‘Occurring ~24 hours after administration of CAMP’FCSAR 
d Primarily upper respiratory infections 
’ Not applicable; complete hair J&s = NCJ grade 2 
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Once-Everp3- Week Dosage Sc&edule 
A total of 535 patients with m@?astati~ colorectai cancer whose disease had recurred or 

progressed following prior 5-FU therapy participated in the two phase 3 studies: 316 
received irinotecan, 129 received 5-FUG and 90 received best supportive care. Eleven 
(3.5%) patients treated with irinotecan died within 30 days of tr~a~e~~. In three cases 
(I%, 3/346), the deaths were potentially related to irinoteesn treatment and were 
attributed to ‘neutropenic infwtion, grade 4 diarrhea, and a$@enia, respectively. One 
(O.S%, 11129) patient treated with 5-FU died within 30 days of ~e~t~e~t; this death was 
attributed to grade 4 diarrhea. 

IIospitalizations due to serious adverse events (whether or not reiated to study 
treatment) occurred at least ,onoe in 60% (18813 16) of patients ‘who ,received irinotecan, 
63% (57/90) who received best &,tpportive care, and 39%. ~5U/l~9)‘~~o received 5-FU- 
based therapy. Eight percent of:patients treated with irinotecan and 7% treated with 5- 
FU-based therapy discontinued treatment~due ta adverse events. 

Of the 316 patients treated~ .with irinqtecan, the most ctinisally sign.i&ant adverse 
events (all grades, 1-4) were diarrhea (S4%), alopeci,a (72*4>, nausea (7Q%), vomiting 
(62%), cholinergic symptoms (47%), aud neutropenia (30%). Table 9 fists the grade 3 
and 4 adverse events reported in the patients enrolled to all treatment arms of the two 
studies described in the CLINICAL STUDIES, Studies Evaluating. the Once-Every3- 
Week Dosage Schedule, section. 
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Table 9. Percent Qf Patic%tk 1 

Adverse Event 
TOTAL Grade 3f4 
Adverse Events 
GASTROINTESTINAL 

Diarrhea 
Vomiting 
Nausea 
Abdominal pain 
Constipation 
Anorexia 
Mucositis 

HEMATOLOGIC 
LeukopeniaiNeutropenia 
Anemia 
Hemorrhage 
Thrombocytopenia 

Infection 
without grade 3/4 neutropenia 
with grade 314 neutropenia 

Fever 
without srade 3/4 neutronenia 
with grr& 3/4 neutrope$a ~ ~ ~ 

BODY AS A WHOLE 
Pain 
Asthenia ~..-__l_l__ 

-METABOLIC & 
NUTRITIONAL 
Hepatic ’ 

DERMA 
--_-- 

Hand & foot syndrome 

watlve Stadies K&C 
----3 ---- 

i i4YtO&!CZ4tl 

----su%??9 

79 I_-~-___ 

22 
14 
14 
14 
10 
5 

22 
7 
5 
1 

8 
1 

Cutaneous s&s d 
RESPIRATORY e 

OTHER h I 
-.-l----__---- 

32 
’ Severity of adverse eveGenxC1 CTC (vea 
b BSC = best supportive care 
’ Hepatic includes events such as ascites and jaundice 
d Cutaneous signs includeevents such as.rash 

geriencing Gra#e 3 
cdihwy-&Week IF 
!y” 

BSCb -- 
-. I%=90 --- 

67 -- 

6 
8 
3 
16 
8 
7 
1 

3 
0 

1 
0 

22 
---19.--- 

7 --‘--------?- 

8 . ..- -.~--____l. 
8 -.- _-._____-_.-_ 
13 --_l_l_l_--._l 
3 -~----- 

28 ~ll__---l 
.O) 

4’Adverse Eva&s 
oteean Tlieraipp -...AL- 

si .-.~-__- 
Eriaot,ecan 

N-127 el_- 

69 ---- 

22 
14 
11 
9 
8 

4 .---- 

14 
6 
1 
4 

1 
2 

9 -----.__-_i-____-.-. 

0 
1 ----.~ ..___--. 
5 ..---~.-_-.-.__- 
9 ------ --_.__ *-__--_ 
4 ---~--_ 
12 _.___ --“___ 

e Respiratory includes events such as dyspn.ea and cough 
f Neurologic includes events such as somnolence 
gCardiovascular includes events such as dysrhythmias, ischemia, and mechanical cardiac dys&uxtion 
hOther includes events such as accidental injury, hepatomegaly, syncope, vertigo, and weight loss 

- 
12 -- 

5-lw 
_ N=129 

54 _ 

11 
5 
4 
8 
6 
4 
5 ---_ 

2 
3 
3 
2 

4 
0 

0 
2 -_ . . . .._ - _-__ -_ 

13 
12 --_I__- 

6 -- --~- -____ 

5 
3 
7 
4 __-.-- -._--_ 
2 _-- 
14 ----_-.-_ 

Overview of Adverse Everrts 
Gastrointestinak Nausea, vomiting, and diarrhea are common adverse events following 
treatment with CAMPTOSAR and can be severe. When .observed, nausea and vomiting 
usually occur during or shortly’ after infusion of CAMPTCEGAR. In the clinical studies 
testing the every 3-week-dosage schecmle,’ the median time to the onset of late diarrhea 
was 5 days after irinotecan’ infusion. In the dinical studies evaluating the weekly dosage 
schedule, the median time to onset of late diarrhea was 11 days followin 
administration of CAMPTOSAR. For patients starting treatment at the 5 125-mg/m 
weekly dose, the median duration of any grade of late diarrhea was 3 days. Among those 
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patients treated at the 12%m@m2 weekly dose who experienced grade 3 or 4 late 
diarrhea, the median duration of the entire episode of diarrhea was 7 days. The fiequen.cy 
of grade 3 or 4 late diarrhea was somewhat greater .in patients- star&g .treatment at 12.5 
mg/m2 than in patients given a 100-rn~mz weekly starting dose (34% f65/193] versus 
23% [24/102-j; p=O.O8). The frequen&y of grade 3 a& 4 .fate diarrhea by age was 
significantly greater in patients 26’5 years than,. in patients “565 years (40% [53/133] 
versus 23% [40/171]; .p=O:Oc12). In one study of the weekly dosage treatment, the 
frequency of grade 3 and 4 late diarrhea was significantty greater in male than in female 
patients (43% [25/58] versus 1.6% [5/32]; p==O,Olj, but there’were no. gender differences 
in the frequency of grade 3 and 4 late diarrhea in the other two studies of the weekly 
dosage treatment schedule. .Colonic ulceration, som+etimes with 
gastrointestinal bleeding, ’ has been observed in association with 
administration of CAMPTOSAR. 
Hematology: CAMPTOSAR commonly causes neutropenia, leukopenia 
(including lymphocytopenia), and anemia. Serious thrombocytopenia is 
uncommon. When evaluated in the trials of wed&y administration, the 
frequency of grade 3 and 4 neutropenia was significantly higher in patients who 

‘received previous pe,lvic/abdominai irradiation-than ‘in t&se who had not received 
such irradiation (48% [13/27] versus 24% [67/277]; ~“0.04). Xn these same 
studies, patients with baseline serum total bilirubin levels of 1.0 mg/dL or 
more also had a significantly greater likelihood of experiencing first-cycle 
grade 3 or 4 neutropenia than those with bilirubin levels that were Iess than 1 .O 
mg/dL (50% [19/38] versus 18% [47/266]; p.~O.OOl). There were no 
significant differences in the frequency of grade 3 and‘4 neutropenia by age or 
gender. In the clinicai studies. evaluating the weekly dosage schedule, 
neutropenic fever (concurrent NC1 grade 4 neutropenia and f&er of grade 2 or greater) 
occurred in 3% of the patients; 6% of ‘patients received G-CSF for, the treatment 
of neutropenia, NCI grade 3 or 4 anemia was’ noted in 7% of the patients 
receiving weekly treatment; blood transfnsions were given to loo/‘0 oftbe’patients in these 
trials. 
Body as a lV/zole: Asthenia, fever, and abdominal pain are generaiiy the most 
common events of this type. 
Cholinergic Symptoms: Patients may have cholinergic symptoms of rhinitis, 
increased salivation, miosis, tacrimation, diiphoresis, flushing, and 
intestinal hyperperistalsis that can cause abdominal cramping and early 
diarrhea. If these symptoms o&w,: they manifest -during or shortly after drug 
infusion. They are thought to be related to the an~.i~h~linester~~e activity of 
the irinotecan parent compound and are expected to occur more frequently with 
higher irinotecan doses. 
Hepatic: In the clinical’studies evaluating the weekly dosage schedule, MCI grade 3 or 4 
liver enzyme abnormalities were observed in fewer than 10% of patients. These events 
typically occur in patients with known hgpatic metastases. 
DermatoZogic.- Alopecia has been repbrted during treatment with CAMPTOSAR. 
Rashes have also been reported but did not result in discontinuation of treatment. 
Respiratory: Severe pulmonary events are infrequent. In the clin.ical studies 
evaluating the weekly dosage schedule, NC1 grade 3 or 4 dyspnea was reported in 
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4% of patients. Over half the patients with dyspnea had lung metastasis; the extent to 
which malignant pulmonary involvemtint or other preexisting lung disease may have 
contributed to dyspnea in these patients’& unknown, 
Neu&ogic: Insomnia and ,di&irress can occur, but are ~notusually considered to be 
directly related to the administration of CAMPTOSAR: Dizziness may sometimes 
represent symptomatic evidence of orthostatic hypotension in.~ patients with 
dehydration. 
Cardiovmcu-Jar: Vasodilation (flushing) may occur during .administration of 
CAMPTOSAR. Bradycardia may also occur, but has not require4 intervention. 
These effects have been attributed to the cholinergic syndrome sometimes 
observed during or shortly after infusion of CAMPTOSAR. Thromboembolic events 
have been observed in patients receiving CAMPTOSAR; the specific cause of 
these events has not been determined. 
Other Non-U.S. Clinical Tdals 

Irinotecan has been studied in over 1100 patients in Japan. Patients in these 
studies had a variety of tumor. types, including cancer of the colon or rectum, 
and were treated with several different doses and schedules, In general, the 
types of toxicities observed were similar .to those seen in U.S. trials with 
CAMPTOSAR. There is some information from Japanese trials that patients 
with considerable ascites or pleural effusians were at increased risk for 
neutropenia or diarrhea. A potentially life-threatening pulmonary syndrome, 
consisting of dyspnea, fever, and a reticulonodular pattern qn. chest x-ray, was- 
observed in a small percentage of patients in early “Japan&se studies. The 
contribution of irinotecan ta these prefiminary ~events, was -difficult to assess 
because these patients also had ., lung tumors and .some had preexisting 
nonmalignant pulmonary di‘sease. As a result of these obser,vations, however, 
clinical studies in the United States have enrolled few patients with 
compromised pulmonary fuunction, significant ascites, or pleural effusions. 
Post-Marketing Experience 

The following events have been identified during postmarketing use of 
CAMPTOSAR in clinical practice.: Cases of colitis complicated by ulceration, 
bleeding, ileus, or infection have been observed. There have been rare-cases of renal 
impairment and acute renal failure, generally in patients who became infected 
and/or volume depleted from severe gastrointestinal toxicities (see WARNTNGS). Rare 
cases of symptomatic pancreatitis or asymptomatic elevated pancreatic 
enzymes have been observed. 

Hypersensitivity reactions including severe anaphylacti6 or anaphylactoid 
reactions have also been observed.(bee WARNINGS). 

OVERDOSAGE 
In U.S. phase 1 trials, single doses of up to 345 mg/m’ of irinoteean were 

administered to patients with various cancers. Single doses of up to 750 
mg/m’ of irinotecan have been given in non-U.S.-trials, The adverse events in 
these patients were similar to those reported with the recommended dosage 
and regimen. There is no known antidote for overdosage of CAMPTOSAR. 
Maximum supportive care should be instituted to prevent dehydration due to 
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diarrhea and to treat any infectious complications. 

DOSAGE AND ~~ST~TIO~ 

Dosage in Patients with Reduced ‘UGT!lAl Activity 

When administered in combination with other agents* or as ~“s~~~l~~ent, a 
reduction in the starting do&e at lea@ one level of CATTISH sboaid be 
considered for pdients known to’be bo’~o~~o~s~for the ~~~lA~*~~,a~lele (See 
CLINICAL PIURMACOLO.GY~ and.WA~I~GS). Hawever, t&e prekii dose 
reduction in this patient popuktion is not known and “s~bs~.~eut dose madifieations 
should be considered based oq&dividiral patient tulerake to treatm& (see tables 
10-13). 

Combination-Agent Dosage 
Dosage Regimens 
CAMPTOSAR ltiJ&tion in Combination .with 5-Fhorom~cil(54X? and Leucovorin (L v) 

CAMPTOSAR should be adm.inistered as an intravenous infusion over 
90 minutes (see Preparation of Lnfirsion Solution). For ail regimens, the dose of LV 
should be administered immediately aft& CAMPTOSAR, with the ad m in i s tra t.i on of 
5-FU to occur immediateiy after receipt of LV, CAMPTOSAR should 
be used as recommended; the r=u”rrently recommended regimens are 
shown in Table 10. 

Regimen 1 
6&k cycle with / LV 1 20 mg/m’ IV b&s, d l&15,22 
bolus 5-FWLV 
(next cycle begins 

j 5-FU 

on day 43) I 

I 
bGiTOSAR --i--.c__I .---- -------- -.~- 

125 100 75 

6-wk cycle with 
infusional 
5-FWLV 
(next cycle begins 
on day 43) 

S-FU 

over 90 min, d i, 15,29 
200 mg/m’ IV over 2 h, d 1,2,15,16,/9JO 

Infusionb 
! 400 mg/rn’ IV bolus, d 1,2,X5,16;L9,30 
1 600 mr;im* IV over 22 h, d 1,2,1~,16,29,30 
I 

.------ -.--.-..-. 

120 
200 200 

240 
360 
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“Dose reductions beyond dose level -2 by decrements of *20% may be w-ted for patients co&uing to experience 
toxicity. Provided intoIerable. toxicity downot develo;p, treatment with additional Cycles may be continued indefinitely as 
long as patients continue to experience clinical benelit, 
9nfusion fotlows bolus administration. 

Dosing for patients with bilirubin >2 mg/dL cannot .be ~~~o~rn~~d~d because there is 
insufficient information, to recommejnd a dose in these patients. It is re c o m m e n de d 
that pat i en t s ret e i v e p~ernedi~~tio~ with antiemetic agents. .,Prophylactic or 
therapeutic administration o’f. atropine should be cousidered in 
patients experiencing cholinergic symptoms. See’ PRIECAUTIONS, 
General. 

Dose Modifications 
Patients should be carefully monitored for toxicity and assessed prior to each treatment. 

Doses of CAMPTOSAR and 5-FU should be modified as necessary to accommodate 
individual patient tolerance to treatment. Based on the recommended 
dose-levels described ih Table 10, Combination-Agent Dosage Regimens & 
Dose Modifications, subsequent doses should be .adjusted as 
suggested in Table 11, Recommended Dose Modi,fications ‘for Combination 
Schedules. AI1 dose modifications should be based onthe,worst preeding 
toxicity. After the first treatment, ‘patients with active diarrhea should 
return to pre-treatment bowel function without requiring anti-diarrhea medications for 
at least 24 hours before the next chemotherapy administration. 

A new cycle of therap-y should not begin u~ntil the toxicity has 
recovered to NC1 grad.e 1 or legs. Treatment maybe delayed 1 to 2 
weeks to allow for recovery from trea.tment-rel,ated toxicity. If the 
patient has not recovered, consideration sho-uI.d be given to 
discontinuing therapy, Provided intolerable t’ox,icity does not 
develop, treatment with additional cycles of CA&lPTO’Si-2RIS-FUILV may 
be continued indefinitely as Iung as patients continue to’experience clinical 
benefit. 

Table II, Recommended.Wse Modifications for 
-_____ CAMPTOSAWS-Fhrouraci! ($&J)/Leucovirin RV) Combiuatiou Schedules 
Patients should return to pre4reatment how&i function Mhout reqmring antidiarrhea me&estionsfor atie&? 
tbe next chemotherapy administration. A new ~yyde oftbb~py”sbouId not~begin untII thegranuloeyte COW has recovered to 
;11SOO/mm3, and tbe platelet count has recovered to ‘zlO&t#l/mm~, sud trea~nt~~eIat~ &acrItea &s f&y resotved, Treatment 
should be delayed 1 to 2 weeks to allow for recovery from fpeatment-related toxicities. If the patient has not recovered after a Z- 
week delay, consideration should he given to di~ontIn~in~,tb~~y 

Toxicity ! 
DNti;g j, Cyc,eTiTbT;aTy ----.-. --- -.-- I__ -,--_ 7--.1~-- 

NC1 CTC Grade” (Value) j 
/ At tbe Start of bnbsequent Cycles 
i 

j?zGGty-- ____-. _-,_-- ~-.#%&~~~__I_-_~~~,~- ___-_-__._ _.-___-. 
~fTW?w?.--.-~-~ ~- --_-- ‘--~-‘+&..~~..~+&--~z 

) 
Neutropenia 

-.y--‘------.---- 
/ I 

1 (1500 to 1999/mm’) ‘Maintain dose level 
2 (1000 to 1499/mm”) k 1 dose level 

1 Maintain dose level 
i Maintain dose level 

3 (500 to 999/mmz) 
4 (<SOO/mmJ) 

Omit dose unfil resolved to s grade 2, then 4 t dase level 
Omit dose until 

Neutropenic fever --I.- 
-dtherhemalologif toxicities 

Omit dose,until resolved; then 

t 

-----.--~-----;-- 
Dose modifi&tlons For leukopenta or thrombacytopen~a during a cycl~~&~p~6~~~~~~ 
subsequent~ycles of therapy are also based on NC1 toxicity crittiria and are the same as 
recommended for neutropenia above. 
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Diarrhea 7 
I (2-3 st~ols/&iy > pretx’) Delay dose until resolved-to baseline, then give same dose 
2 (4-6 stools/day > pretx) Omit &se u&l resolved fo baseline, then 4 1 dose IeveI 
3 (7-9stools/day > pretx) Omit dose until resolved oo-baseline, then 4 I hose ievit 
4 (210 stools/day > pretx} 

, 

Omit dose until resolved to b&line, then 4 2 dose levels 
Other nonhematologk toxicities 
1 Main&n dose level 
2 
3 

, Omit dose until res+ved to i grade I, then 4 1 doie level 

4 1.. Omit dose u&l resolved 9 5 grade2, then 4 i dose levei 
i Ozmt dose until resolved %o Sgntde 2, t&en 4 2 dose levels 

----_-__ Page 33 

For mucositishtomatitis decrease ofilv 5-FU. not 

’ National Cancer Institute Common Toxicily Criteria (~a&~----~----‘~~ 
b Relative to the starting dose used in the previous cycle 
’ Pretreatment 
d Excludes alopecia, anorexia, asthenia 

For mucos&?.htomutitis decrease 

Single-Agent Dosage Schedules 
Dosage Regimens 

CAMPTOSAR should be admjnistered as ap infratrenous infusion 
over 90 minutes for both the weekly and once-e+ery3-week dosage 
schedules (see Preparation of Infusion Solution). Sin.gle-agent dosage regimens are 
shown in Table 12. 

Weekly Regimen” in, 
-------T-------- ing Das+ M.0~i~~d~~se.L~ (mg/m’) 

_--- 

-_-~~_-~~_--._--_____ 
Dose Level -1 Dose Level -2 

Once-Every-3-Week Regimenb 

--___ --L---1- -.__ ---___I_ 
Dose Level -1 Dose Level -2 

~ I--- -.~- __. I-.-~- --~- 
300 250 

I ---- -.----. 
BSubsequent doses may be adjusted as high as I50 rn~;;2-~~oa~~rn~rn~~~-~~~~~~~~~nts 
depending upon individnal patient tolernnc+. 
bSubsequent doses may be adjusted as low as 200 m&n2 in 5OmgAm’ decrements depending uponindividual patient 
tolerance. 
‘Provided intolerable toxicity dqes not develop, treatment with additional cyoles may b& continued indefinitely as long 
as patients continue to experience clinical benefit. 

A reduction in the starting dose by one dose level of C Ahrl PTQS A R may be 
considered for patients with an’y of the following conditions: age ~65 years, 
prior pelvic/abdominal radiothempy, p&rformance’status of’2, or i noreas ed b il i ru bi n 
levels, Dosing for patients with bilirubin >2 mg/dL cannot be recommended 
because there is insufficient information to recommend a dose ipl these patients, A 
reduction in the starting dose by at least one ievel of CAM~TCXSAR should be considered 
for patients known to be homozygous for the UGTt Al*28 anile (See CLJNICAL 
PHARMACOLOGY and WARNINGS), The appropriate.dose reduction in this patient 
population is not known. 

It is recommended that patients receive premed&&ion. with, antiemetic agents. 
Prophylactic or therapeutic administraticm of &opine should be considered in patients 
experiencing cholinergic symptoms. See PRECAUTIONS, General. 



NDA 20-571/S-024/S-027/S-028 
Camptosar@f irinotecan &ICl) 

Hepatii: Dys~function, Pancreatitis, UGT 1 A 1 
July Z&1,2005, Final Label 

Page 34 
Dose Modifications 

Patients should be carefully ‘monitored for toxicity and doses of CAWTOSAR should 
be modified as necessary to accommodate- individual -patiirrt tolerance to 
treatment. Based on recommcndr=d dose-leve,ls dessribed “in Table 12, 
Single-Agent Regimens of , i=AMPTOSAR and i Dose Modifications, 
subsequent doses should be adjusted as suggested in Table 13, ~e~o~ended Dose 
Modifications for Single-Agent Schedules. All dose modifications should be based on the 
worst preceding toxicity. 

A new cycle of therapy should not begin until the toxi&y has recovered to NC1 grade 1 
or less. Treatment may ,be d&aged 1 to 2 weeks to allow for .r%overy from treatment- 
related toxicity. If the patient has not recove,red, ~n~ide~ation should be 
given to discontinuing this combinatiori therapy. Provided intolerable toxicity does not 
develop, treatment with additional yyctes of CAMPTGSAR may be continued 
indefinitely as long as patients continue to experience &r&al b&refit. 

Table 13. Recommended D&e Modigcations For Single-Agent 5Mu&&?s” 
A new cycle of therapy should not begin until the gramdocyte count has recovered to %-1580/nnrt3, andthe pkttt4er count has recovered to 
~100,000/mm3, and treatment-related diarrhea is fully reso&d. ‘T&eatjmentsboufd. be delayed I to 2 week& to atlow forrecovery from treatment- 
related toxicities. If tbrpatient,has not recovered&t& a 2-week&ay, consideration skonid be givert~o ~~o~t~ui~~ CAhfPl%SAR 

I-----* / At the Start of the l&t Cvcfes of Theraov 
__I.- 

Worst Toxicity 
NC1 Grade’ (Value) 

---- 
No toxicity 

Neutropeaia--- 
1 (1500 to 1999/mm’) 
2 (too0 t0 1499hm’j 
3 (500 to 999/mm’) 
4 f<500/mm’) 

L----. 
Neutropenic fever -_-- 
Other hematologic 
toxicities --- 
Diarrhea 
1 (2-3 stools/day > pretx’) 
2 (4-6 stools/day > pretx) 
3 (7-9 stools/day > pretx) 

During a Cycle of Therapy (A@; Ad~uate-~ecov~j, Compared v&b 
--_I_--~-___ 

-----*-- 
the Startiag Ddse in the Previous Cycle’ 

Weekly 
j 

-.---- -- 2-_ Weekly 
-~-~-~----.. 

_-._._ L-: 
I t” 2.5 rntirn’ up to a 

fhx Eve!.eekS~.__ 
: Maintain dose level 

-I- j maximG&Ge of 
----------_“~_l_-l_-n ISOm&mS . ,- _____- _-,__I-/- --- __-,- i..-- _-____ ~- , 

Maintain dose level 
4 25 mg/m’ 
Omit dose until resolved to k grade 2, &en +b 25 mg/m’ 

c Maintam dose level 
1 Maintain dose level 

/ Matntain dose level 
Maintain dose level 

, 
I 
/ 

-j 
/ Maintain dose revel 
i 42.5 mplm” 
: Omit dose until resolved to 5 grade 2, then 4 25 m&m’ 

1 Maintain dose level’ 
/ Maintain dose level 
!125mgfm* 

Maintain dose level 
Maintain dose level 
150 mg/m’ 

4 (210 stools/day 1 preti) i Omit dose until resolved to < grade 2 then $50 mg/m’ I &5Omg/m* 
Other aonhematolo&’ j 

--.-...-1=. -~ “i---- ~.--I ---_.,^_ 

toxicities 
1 1 Maintain dose level I Maintain dose level 
2 ’ &25mg/m* i -i 25 mgIm2 
3 Omit dose untrl resolved to s grade 2, then & 25 mg/m’ ! J. 25mg/mz 
4 I Omit dose until resolved to 5 grade 2, then 4 50 mp/m* --.---_- 

“klldose modificatrons shouldbe based on the worst preceding toxicity 
dti .----- 

b National Cancer Institute Common Toxicity Criteria (versron 1 .O) 
’ Pretreatment 
dExcludes.alopecra, anorexia, asthenia 

Preparation & Administratian .Pr,ecautions 
As with other potentially toxic anticancer agents, care should be exercised in the 

handling and preparation of infusion solutions prepared from CA~TOSAR Injection. 
The use of gloves is recommended. If a solution of CAMPTOSAR contacts the skin, 
wash the skin immediately and thorou,ghly with soap and water. If 
CAMPTOSAR contacts the mucous membranes, flush thoroughly with water. 
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Several published guidelines for handling and disposal of ant&ancer agents are 
available.‘-7 
Preparation of Infusion Solutkm 

Inspect vial contents for particulate matter and repeat inspection when. drug product is 
withdrawn from vial ‘into syringe. 

CAMPTOSAR Injection must be diluted prior to infusion. ~A~~S~ should be 
diluted in 5% Dextrose Injectiorq USP, !(preferred) or 0.9% Sodium Chloride Injection, 
USP, to a final concentration range of 0.12 to 2.8 mg/mL, ‘In most clinical trials, 
CAMPTOSAR was administered in 250 mL to 500 mL of 5% Dextrose 
Injection, USP. 

The solution is physically and- chemically stable for up to 24 hours at 
room temperature (appl;oximately 25OC) and in ambient fluorescent lighting. 
Solutions di 1 uted in 5% Dextrose injection, USP, and stored at refrigerated 
temperatures (approximately 2s to 8”C), and protected from, light are physically and 
chemically stable for 48 hours. Refrigeration of admixt~es using 0.9% Sodium 
Chloride Injection, USP, is not ,recommende.d due to a low and sporadic 
incidence of visible particulates. Preozing CAMPTOSAR .and admixtures of 
CAMPTOSAR may result in precipitation of the drug and should be 
avoided. Because of possible microbial contamination during 
dilution, it i s advisable to use i the admixture prepared w.ith S%Dextrose 
Injection, USP, within 24 hours if refrigerated’ (2” to 8’C, 36*.to 46’F). In the 
case of admixtures prepared with 5% ,Dextrose Injection, USP, or Sodium Chloride 
Injection, USP, the solutions should be used within 6 hours if kept at room temperature 
(lS” to 3O”C, 59O to 86°F). 

Other drugs should. not be added(to the infusion solution. Parenterai drug 
products should be inspected visually for particulate matter and discoloration prior 
to administration when’ever solution and container permit. 
HOW SUPPLIED 

Each mL of CAMPTOSAR Injection contains 20 mg irinoteca.n (on the 
basis of the trihydrate salt); 45 mg sorbitol; and 0.9 mg la&tic, acid. When 
necessary, pH. has been adjusted to 3.5 (range, 3.0 to 3.8) with sodium hydroxide or 
hydrochloric acid. 

CAMPTOSAR Injection is available in single-dose amber glass vials in the 
following package sizes: 

2mL NDC 0009-7529-02 
5mL NDC 0009-7529-01 

This is packaged in a backing/plastic blister to protect against inadvertent 
breakage and leakage. The vial should be inspected for damage and visible 
signs of leaks before removing ‘the backing/plastic blister; If damaged, 
incinerate the unopened package. 

Store at controlled room temperature 15” to 3OoC (59” to S6OF). Protect from 
light. It is recommended that the vial (and backing/plastic blister) should remain in the 
carton until the time of use. 
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